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DETAILED ACTION 
Status of the Claims 

1. The amendment to the claims received on February 9, 2009 canceled claims 1-31, 36-38, 
47, and 52-53 and amended claims 32, 39, 42, and 49. 

The amendment to the claims received on October 20, 2009 amended claims 32, 39, 41, 
and 42, and canceled claims 40 and 49-5 1 . 

Claims 32-35, 39, 41-46, and 48 are currently pending and under consideration. 

Priority 

2. The present application claims benefit of U.S. provisional application 60/188,304 filed 
March 10, 2000. 

Sequence Compliance 

3. The present application is currently in compliance with the sequence rules. 

Invention as Claimed 

4. Independent claim 32: A recombinant vector comprising an isolated nucleotide sequence 
encoding an snRNA wherein the snRNA-encoding portion of said snRNA-encoding nucleotide 
sequence has been modified to contain a recognition site for a dual cleavage restriction enzyme 
capable of cleaving said nucleotide sequence once upstream of said recognition site and once 
downstream of said recognition site and excising from said vector a restriction fragment which 
includes said recognition site and variations thereof. 

Independent claim 39: A recombinant vector comprising an isolated nucleotide sequence 
encoding an snRNA wherein the snRNA-encoding portion of said snRNA-encoding nucleotide 
sequence has been modified to contain a recognition site for restriction enzyme Bael and 
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variations thereof. 

Independent claim 42: A recombinant vector comprising an isolated nucleotide sequence 
encoding an snRNA wherein the snRNA-encoding portion of said snRNA-encoding nucleotide 
sequence comprises an insertion cassette comprising a modification fragment comprising a 
nucleotide sequence complementary to a target and variations thereof. 

5. The presently claimed invention contains process steps (i.e. "excising from said vector a 
restriction fragment which includes said recognition site" of present independent claim 32, 
"excises a double stranded restriction fragment with single stranded overhangs at each end and 
forms insertion sites comprising single stranded overhangs which are complementary to the 
single stranded overhangs of the restriction fragment" of present claim 41) and functional 
limitations (i.e. "capable of cleaving said nucleotide sequence once upstream of said recognition 
site and once downstream of said recognition site" of present independent claim 32). See MPEP 
§2113 and § 2173.05(g). Only the structure required by the presently claimed invention will be 
provided patentable weight (i.e. recombinant vector comprising an isolated nucleotide sequence 
encoding a snRNA wherein the snRNA-encoding portion of said snRNA-encoding nucleotide 
sequence has been modified to contain a recognition site for a dual cleavage restriction enzyme). 

New Objections 
Claim Objections 

6. Claims 32, 39, and 42 are objected to because of the following informalities: "an snRNA" 
should read "a snRNA" (see line 2 of each claim). Appropriate correction is required. 
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Withdrawn Rejections 

7. The rejection of claims 32-35, 39-46, and 48-51 under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement regarding new matter is withdrawn in 
view of the claim amendments received on October 20, 2009 and in view of the response 
received on October 20, 2009 which specifically pointed out support for the claim amendments. 

8. The rejection of claims 39, 42-46, and 48 under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention regarding the indefinite nature of the claims is withdrawn in 
view of the claim amendments received on October 20, 2009. 

Maintained Rejections 
Claim Rejections - 35 USC § 112 

9. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

10. Claims 32-35 and 41 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. One of skill in the art would not be able to determine the 
scope of the presently claimed invention. For example, the presently claimed vector refers to an 
intermediate vector while process limitations are present regarding the production of a final 
product. Therefore, it is not clear form the present claims if the intermediate vector or the final 
vector is required by the claims. See section 5 above regarding the claimed invention. 
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Arguments and Response 

1 1 . Applicants' arguments directed to the rejection under 35 USC 112, second paragraph 
(indefinite), for claims 32-35 and 41 were considered but are not persuasive for the following 
reasons. 

Applicants contend that all process limitations were deleted in the amendment received 
on October 20, 2009. 

Applicants' arguments are not convincing since process limitations are still present in the 
claims. The presently claimed invention contains process steps (i.e. "excising from said vector a 
restriction fragment which includes said recognition site" of present independent claim 32, 
"excises a double stranded restriction fragment with single stranded overhangs at each end and 
forms insertion sites comprising single stranded overhangs which are complementary to the 
single stranded overhangs of the restriction fragment" of present claim 41). 

Claim Rejections - 35 USC §103 

12. The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

13. Claims 32-35, 39, 41-46, and 48 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Noonberg et al. U.S. Patent 5,624,803 issued April 29, 1997; Halle et al. U.S. 
6,303,308 (effective filing date of May 10, 1999); and Abounader et al. Design and Expression 
of Chimeric Ul/Ribozyme Transgenes, Methods in Molecular Biology, 252: 209-219. 
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For present claims 32-34, 39, 41-46, and 48, Noonberg et al. teach vectors comprising a 
U6 snRNA promoter, a stabilizing region from which a hairpin-forming sequence can be 
transcribed, a nucleotide sequence of interest (wherein the sequence was inserted via the 
incorporation of two restriction enzyme cleavage sites), and a termination sequence wherein the 
stabilizing region is a sequence encoding a U6 snRNA hairpin region and the termination 
sequence is a sequence encoding a U6 snRNA and Ul (please refer to the entire specification 
particularly columns 8, 12-16, 18, 20-21; Examples 3-4; claims 1-3, 5, 16, 21-22, 24, and 26). In 
addition, Noonberg et al. teach that any restriction endonuclease can be utilized as long as two 
cleavage sites are present; any snRNA promoter, stabilizing region, and termination sequence 
can be utilized; and the sequence of interest can be between 10 and 60 nucleotides in length 
(please refer to the entire specification particularly columns 15-16, 18). Furthermore, Noonberg 
et al. teach a mutant U6 gene comprising only the first 6 and last 10 base pairs (see Example 3; 
Kunkel et al. Transcription of a human U6 small nuclear RNA gene in vivo withstands deletion 
of intragenic sequences but not of an upstream TAT AT A box. Nucleic Acids Research, 17(18): 
7371-7379). 

However, Noonberg et al. does not teach Bael. 

For present claims 32, 39, 41, and 42, Halle et al. teach cloning vectors comprising Bael 
(please refer to the entire specification particularly the abstract; columns 3 and 1 1 ; claims 1 and 
13). 

However, Noonberg et al. does not teach Ul snRNA modified with the first 1 1 
nucleotides of the coding region. 

For present claims 33-35 and 44-46, Abounader et al. teach a vector comprising a Ul 
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snRNA chimeric transgene wherein the Ul snRNA loops flank an insert (please refer to the 
entire reference particularly the abstract; Figure 1; sections 2.2, 3.2). 

The claims would have been obvious because the substitution of one known element (i.e. 
U6 snRNA and restriction enzymes taught by Noonberg et al.) for another (i.e. Ul snRNA taught 
by Abounader et al. and Bael taught by Halle et al.) would have yielded predictable results (i.e. 
expression of either U6 or Ul, restriction enzyme cleavage) to one of ordinary skill in the art at 
the time of the invention. See KSR International Co. v. Teleflex Inc., 82 USPQ2d 1385 (U.S. 
2007). 

Arguments and Response 

14. Applicants' arguments directed to the rejection under 35 USC 103 (a) as being 
unpatentable over Noonberg et al., Halle et al., and Abounader et al. for claims 32-35, 39, 41-46, 
and 48 were considered but are not persuasive for the following reasons. 

Applicants contend that Noonberg et al. does not teach vectors comprising a nucleotide 
sequence encoding snRNA. 

Applicants' arguments are not convincing since the teachings of Noonberg et al., Halle et 
al., and Abounader et al. render the invention of the instant claims prima facie obvious. 
Noonberg et al. teach the entire U6 snRNA gene, vectors comprising the U6 promoter, a 
stabilizing region which can be the first 25 nucleotides of human U6 snRNA, and a termination 
sequence which can be approximately 20 nucleotides of the 3' portion of human U6 snRNA (see 
the entire specification particularly Figure 4A-4C, 5A-5C, 6A-6B, 7A-7B, 8, 9A-9B, 15-17, 
18A-18C, 19, 20B, 21, 22, 27A, 27B; columns 8-12, 14, 16, 20; Examples 3, 5). It is noted that 
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the present claims do not require the full length snRNA and in fact require modification of the 
snRNA (see present independent claims 32, 39, and 42). 

New Rejections Necessitated by Amendment 
Claim Rejections - 35 USC §102 

15. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

16. Claims 32-34, 41-46, and 48 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Noonberg et al. U.S. Patent 5,624,803 issued April 29, 1997. 

For present claims 32-34, 41-46, and 48, Noonberg et al. teach vectors comprising a U6 
snRNA promoter, a stabilizing region from which a hairpin- forming sequence can be transcribed, 
a nucleotide sequence of interest (wherein the sequence was inserted via the incorporation of 
restriction enzyme cleavage sites), and a termination sequence wherein the stabilizing region is a 
sequence encoding a U6 snRNA hairpin region and the termination sequence is a sequence 
encoding a U6 snRNA and Ul (please refer to the entire specification particularly columns 8,12- 
16, 18, 20-21; Examples 3-4; claims 1-3, 5, 16, 21-22, 24, and 26). In addition, Noonberg et al. 
teach restriction endonucleases including Xhol and Nsil, that any restriction endonucleases can 
be utihzed as long as two cleavage sites are present; any snRNA promoter, stabilizing region, 
and termination sequence can be utilized; and the sequence of interest can be between 10 and 60 
nucleotides in length (please refer to the entire specification particularly columns 15-16, 18). 
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Furthermore, Noonberg et al. teach a mutant U6 gene comprising only the first 6 and last 10 base 
pairs (see Example 3). 

Therefore, the presently claimed invention is anticipated by the teachings of Noonberg et 

al. 

Conclusion 

17. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Future Communications 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to AMBER D. STEELE whose telephone number is (571)272-5538. 
The examiner can normally be reached on Monday through Friday 9:00AM-5 :00PM. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on 571-272-0951. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Amber D. Steele/ 

Primary Examiner, Art Unit 1639 



